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A survey of the literature on the effect of codon context on translation fidelity suggests that contexts such 
as GACcodonGGC are strong, but not unique, promotors of several types of translation errors. 
Protein synthesis TranslationJidelity 
Our knowledge on the effect of codon context 
on the accuracy of translation is too uneven to 
make sweeping generalizations about the 
characteristics of a codon context which favors 
mistranslation. Nevertheless, we have observed 
highly suggestive ‘coincidences’, all in Escherichia 
coli. They are the following: (i) The extremely 
error-prone tryptophan codon of ribosomal pro- 
tein S6 (0.004 cysteine per codon) is followed by 
GGC and preceded by GAC [ 1,2]. (ii) The extreme- 
ly error-prone asparagine codon at position 12 of 
the RNA bacteriophage MS2 coat protein (0.004 
lysine per codon) is followed by GGC and preced- 
ed by GAC. Conversely, none of the 3 accurately 
translated asparagine codons is preceded by GAC, 
GAU, GUA, GUG, or followed by GGC [3,4]. (iii) 
The extremely error-prone arginine codon of 
ribosomal protein L7/L12 (0.0015 cysteine per 
codon) is followed by GGC and preceded by GUA 
[ 1,5]. (iv) Out of 9 UGA codons whose efficiency 
of suppression had been studied by Miller and 
Albertini [6], 3 were very efficiently suppressed 
(i.e. about &times more frequently than the 
average for the 6 other UGAs). This high level of 
suppression was observed in both the absence and 
presence of the sup9 UGA suppressor. Two of 
these highly suppressed UGA codons (the most 
highly suppressed and the third most highly sup- 
pressed) were preceded by GAC. Conversely, none 
Context effect Gene structure 
of the 6 inefficiently suppressed UGA codons were 
preceded by GAC, GAU, GUA or GUG, or 
followed by GG. (v) The mRNA for ribosomal 
protein L20, which we found to be very error- 
prone (0.02 cysteine per protein [7]) had 2 CGU 
codons preceded by a GA% [S] while proteins Ll, 
L3, L13, L18, L33, SS, S7, SlO and S16, which 
were less error-prone [7], had no GAU codon and 
only one GAC codon in front of their 84 arginine 
codons [5,9-141. 
The probability that the context GAC- 
codonGGC be picked once or more in 2 random 
trials is 0.0023 (1 chance in 430), assuming that the 
frequency of occurrence of GAC and GGC codons 
in a gene is 36 per 1000 and 32 per 1000, respective- 
ly [15]. Considering together the highly error- 
prone codons of the ribosomal proteins S6, 
L7/L12, the MS2 coat protein and the 3 efficiently 
suppressed UGAs studied by Miller and Albertini 
161, the probability of finding more than 2 GACs 
in front of 5 randomly chosen codons is 1 chance 
in 2300. We conclude that we are in the presence 
of a coincidence which is too striking to be im- 
mediately overlooked. It will be interesting to 
study, using site-directed mutagenesis techniques, 
the effect of the codon GAC, GGC and GUA on 
the accuracy of translation at tryptophan, arginine 
and other codons in other proteins. (It should be 
kept in mind, however, that the suppression of 
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UAG codons was not preferentially stimulated by 
the presence of a 5’-GAC [161, suggesting that one 
should not expect all types of misincorporations to 
be indisc~minately stimulated by the presence of a 
GAC codon and its cognate tRNA 5 ’ to the A-site 
of the ribosome.) 
REFERENCES 
[l] Bouadloun, F., Donner, D. and Kurland, C.G. 
(1983) EMBO J. 2, 1351-1356. 
[2] Schnier, J., personal communication. 
[3] Johnston, T.C., Borgia, P.T. and Parker, J. (1984) 
Mol. Gen. Genet. 195, 459-465. 
[4] Min Jou, W., Haegeman, G., Ysebaert, M. and 
Fiers, W. (1972) Nature 237, 82-88. 
151 Post, L.E., Strycharz, G.D., Nomura, M., Lewis, 
H. and Dennis, P.P. (1979) Proc. Natl. Acad. Sci. 
USA 76, 1697-1701. 
[6] Miller, J.H. and Albertini, A.M. (1983) J. Mol. 
Biol. 164, 59-71. 
171 
I81 
t91 
IlO1 
Ull 
Laughrea, M., Latulippe, J., Filion, A.-M. and 
Boulet, L. (1985) submitted. 
Fayat, G., Mayaux, J.-F., Sacerdot, C., Fromant, 
M., Springer, M., G~n~rg-M~ago, M. and 
Blanquet, S. (1983) J. Mol. Biol. 171, 239-261. 
Olins, P.O. and Nomura, M. (1981) Cell 26, 
205-211. 
WI 
I131 
I141 
WI 
Bono, S., Thamm, S., Kitakawa, M. and Isono, K. 
(1985) Mol. Gen, Genet. 198, 279-282. 
Cerretti, D.P., Dean, D., Davis, G.R,, Bedwell, 
D.M. and Nomura, M. (1983) Nucleic Acids Res. 
11, 2599-2616. 
Lee, J.S., An, G., Friesen, J.D. and Bono, K. 
(1981) Mol. Gen. Genet. 184, 218-233. 
Post, L.E. and Nomura, M. (1980) J. Biol. Chem. 
255, 4660-4666. 
Bystrom, A.S., Hjalmarsson, K.J., Wikstrom, 
P.M. and Bjork, G.R. (1983) EMBO J. 2,899~905. 
Grantham, R., Gautier, C., Gouy, M., Jacobzone, 
M. and Mercier, R. (1981) Nucleic Acids Res. 9, 
r43-r74. 
Ml Bossi, L. (1983) J. Mol. Biol. 164, 73-87. 
186 
